WO 2005/076998 



PCT/US2005/003857 



Appendix I. Figures: 



j|\ Ligands 

fSterlc 
polymer 

<> Cleswable 
linkage 

^jfj" Carrier 



active Chic 



Exposed 
TigaridLs 




Nucleic Acid 
Rivkuui 



Steiic 
(Ineit) 



Oeavable 
<SJ*Hldlng) 



Figure 1 



mVEGF-A (644 bp)— 
(512bp)_ 

GAPDH (323bp> 

sfRNA 
(ugfwsll) 
mVEGFRl (381 &p)— 

GAPDH (323 bp) - 
slRNA 

pClmVEOFR2 (ugtofttO 
mVEGF2 (419bp) — 
GAPDH (323bp) _ Q 



rrWEOF-A 




LUC 






Q 0.1 1.0 20 


0 


ai o.5 


1.0 


20 


mm mm mm mm- 


mm* 


mm mm 


mm 


mm 


mm mm mm mm 


mm* 


mm mm 




mm 






siRNAtrf/EGFRI 




Luc 






0.1 0.5 1,0 


0.1 


0.5 1 


I.O 


o 





* ymmm *mmm **» 


mm* »*»fM% t , I 




| mik«wam. -mmmm mm 


mm mmmm*.- immmm ^ 


mmmmWm "irtrtttti mi i 1 

mmrmm ™n*mmWmW 1 


mVEGFR2 


Luc 




0.1 05 1X5 
02 02 02 


0,1 05 1j0 
02 02 02 


0 0 
02 0 



^M^^l^te ^^.^^iVA .-> 

^PHMRPP* ^^^pPBW*- ^HpRpPpP^ 



Figure 2 



1/6 



WO 2005/076998 



PCT/US2005/003857 




Figure 3 



«HlJvwy 





mm * ' 


iHMP (fcltf ttfll (HHP 





Figure 4 



2/6 



WO 2005/076998 



PCT/US2005/003857 




U>oal delivery Systemic delivery 



Figure 5 




Days post Cp<3 Implantation 
□ SlLncZ a SfVEGF A □ SiVEGfTU 

dSJVEGFR2 C3 Mix ad SIHMA 




siLacZ Mixed slRNA 



Figure 6 



3/6 



WO 2005/076998 



PCT/US2005/003857 



A 




I * 


Qal 
Cf»f 

J_ 


-u«- 

1 


rr 

mU 

i 


-TT 


1 


A, 


1 




D*y« po»t CpQ (mp(«n1«1}on 


I 40 

S 20 

S 10 
HI 

0 


J 








■ 10ug C 

, ■ 


20UD 
BOlic 

— *'■! 






Day 4 Day7 



Figure 8 



4/6 



WO 2005/076998 



PCT/US2005/003857 



Liver tissue 



Lung tissue 



Tumor tissue 



Deliver siRNA w/wt Targeting 
Non-Targeted Targeted 



Figure 9 







■ 

-■•j'\;f£'..' 


Hp 






Blocking Tumor Angiogenesis 




Western Blot 



Figure 10 



5/6 



WO 2005/076998 



PCT/US2005/003857 



Blocking Tumor Angiogenesis 



Treatment siRNA hVEGFR2 

Control Control siRNA 




Western Blot 



Figure 1 1 




siMx 




6/6 



